What is claimed is: 




n, m, q and r are independently integers from zero, to 4 provided that n + m < 
4 and q + r < 4; p and s are independently integers Vrom zero to 5 provided 
that p + s < 5; a, b and c are double bonds which may be present or absent; 
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when present; the double bonds may be in the E or Z configuration and, when 
absent, the resultinglstereocenters may have the R- or S- configuration; 



R, R' and R" are independently H, C1-C20 linear or branched alkyl, C2-C20 
linear or branched alkenyl, -CO2Z', wherein Z' is H, sodium, potassium, or 
other pharmaceutically acceptable counter-ion such as calcium, magnesium, 
ammonium, t romethamifoe, and t he like; -C0 2 R"', -NH 2 , - NHR'" , -NR 2 '", -OH, 
-OR"', halo, substituted &1-C20 linear or branched alkyl or substituted C 2 -C 2 o 
linear or branched alkenyj, wherein R'" is C1-C20 linear or branched alkyl or 
linear or branched alkenylt 



A, A' and A" are independently H, C1-C20 acylamino; 

C1-C20 acyloxy; C\-C 2 o alkanoyl; 
C1-C20 alkoxycarbanyl; C1-C20 alkoxy; 

C1-C20 alkylamino; if 1-C20 alkylcarboxylamino; carboxyl; cyano; 
halo; hydroxy; 

B, B' and B" are independently M; 

Ci-C 2 o acylamino; C1-C26 acyloxy; C1-C20 alkanoyl; 
Ci-C 20 alkenoyl; Ci-C 20 tilkoxycarbonyl; 
Ci-C 20 alkoxy; C1-C20 alkylamino; 

d-020 alkylcarboxylamino^; aroyl, aralkanoyl; carboxyl; cyano; halo; 

hydroxy; 

or A and B together, or A* and B' together, or A" and B" together, may be 
joined to form a methylenedioxy or ethvlenedioxy group; and 
X, X' are independently -NH, -NR"\ O o\s. 



2. A compound according to claim \, wherein Z is 
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3. A compound according to claim f, wherein Z is hydrogen. 



4. A compound according to claim 1f wherein Z is A" 



5. A compound according to claim t-, wherein Z is B 



6. A compound according to claim 1, wherein Z is 
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7. A compound according to claim 2T wherein X is sulfur, X' is -NH; 
A" n , B", B\ Ap, A' q , R and R" are all hydrogen. 

8. A compound according to claim J, wherein^ is methoxy, s is 2 and 
R' is carbomethoxy. 



9. A compound according to claim~8, which is 5-(4-(4-(1- 
carbomethoxy-2-(3,5-dimethoxy phenyl) ethenyl)-phenoxy)-benzyl)-2,4 
thiazolidinedione. 



10. A pharmaceutical composition comprising a therapeutically 
effective amount o\a compound of the formula I: 

O 



wherein Z is 



H; A"; B"; or 
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n, m, q and r are independently integers from zero to 4 provided that n + m < 
4 and q + r\< 4; p and s are independently integers from zero to 5 provided 
that p + s < 5; a, b and c are double bonds which may be present or absent; 
when present the double bonds may be in the E or Z configuration and, when 
5 absent, the resulting stereocenters may have the R- or S- configuration; 

_._R, R'-and R- arekidependently-H, C-1-C20 -linear_or-branched-alkyl, C 2 -C 20 -- 
linear or branched\alkenyl, -C0 2 Z\ where Z' is H, sodium, potassium, or other 
pharmaceutically acceptable counter-ion such as calcium, magnesium, 
10 ammonium, tromethaYnine, and the like; -C0 2 R"\ -NH 2 , -NHR"\ -NR 2 "\ -OH, 
-OR'", halo, substitute)* C1-C20 linear or branched alkyl or substituted C 2 -C 20 
linear or branched alkenVl, wherein R'" is Ci-C 20 linear or branched alkyl or 
linear or branched alkenyl\ 

15 A, A' and A" are independently H, C i~C 2 o acylamino; 
Ci-C 20 acyloxy; C-rC^o alkanoyl; 
Ci-C 2 o alkoxycarbonyl;\Ci-C 20 alkoxy; 

C<i-C 2 o alkylamino; Ci-C^ alkylpa/boxylamino; carboxyl; cyano; 
halo; hydroxy; 

20 



;arb« 



B, B' and B" are independently H; 

Ci-C 2 o acylamino; Ci-C 20 acyloxy; Ci-C 2 o alkanoyl; 

C1-C20 alkenoyl; Ci-C 20 alkoxycar\onyl; 

Ci-C 20 alkoxy; Ci-C 20 alkylamino; 
25 Ci-C 2 o alkylcarboxylamino; aroyl, ara>^anoyl; carboxyl; cyano; halo; 

hydroxy; 

or A and B together, or A' and B' together, or A" artd B" together, may be 
joined to form a methylenedioxy or ethylenedioxy group; and 
X, X' are independently -NH, -NR"\ O or S. 
30 in a physiologically acceptable carrier. 
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15. A composition according to claim 16, wherein X is sulfur, X' is 
-NH and A", B", A' q , B\ A p , R and R" are all hydrogW 

16. A composition according to claim 1.5, wherein R' is 
carbomethoxy; B is methoxy and s is 2. \ 
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17. A composition according to claim 16, wherein said compound is 
5-(4-(4-(1-carbomethax^-2^(3,5 dimethoxy phenyl) ethenyl) -phenoxy)- 
benzyl)-2,4-thiazolidinedione. 



18. A rhethod of treating diabetes comprising the steps of 
administering to a\subject suffering from a diabetic condition, a therapeutically 
effective amount o\a compound according to the formula I: 

O 



wherein Z is 



H; A"; B"; or 
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\ 

\ 



n, m, q^and r are independently integers from zero to 4 provided that n + m < 
5 4 and q\r < 4; p and s are independently integers from zero to 5 provided 
that p + s <^5; a, b and c are double bonds which may be present or absent; 
when presentvthe double bonds may be in the E or Z configuration and, when 
absent, the resuming stereocenters may have the R- or S- configuration; 

10 R, R' and R" are independently H, C1-C20 linear or branched alkyl, C 2 -C 20 

linear or branched alkenyl, -C0 2 Z\ where Z' is H, sodium, potassium, or other 
pharmaceutical^ acceptable counter-ion such as calcium, magnesium, 
ammonium, tromethamine\and the like; -C0 2 R"\ -NH 2 , -NHR"\ -NR 2 "', -OH, 
-OR'", halo, substituted Ci-CV) linear or branched alkyl or substituted C 2 -C 2 o 

15 linear or branched alkenyl, wherein R' M is CrC 20 linear or branched alkyl or 
linear or branched alkenyl; 

A, A' and A" are independently H, Ci^C 20 acylamino; 

Ci-C 2 o acyloxy; Ci-C 2 o alkanoyl; 
20 C1-C20 alkoxycarbonyl; Ci-C 2 o alkoxy; 

C1-C20 alkylamino; C1-C20 alkylcan^oxylamino; carboxyl; cyano; 
halo; hydroxy; 

B, B' and B" are independently H; 
25 C1-C20 acylamino; C1-C20 acyloxy; Ci-C 2 o alRa/ioyl; 

Ci-C 2 o alkenoyl; C1-C20 alkoxycarbonyl; 
C1-C20 alkoxy; C1-C20 alkylamino; 

CrC 2 o alkylcarboxylamino; aroyl, aralkanoyl; carbox^ cyano; halo; 

hydroxy; 
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or A and ^together, or A' and B' together, or A" and B" together, may be 
joined to fo\m a methylenedioxy or ethylenedioxy group; and 
X, X' are independently -NH, -NR"\ O or S, 
in a physiologically acceptable carrier. 



iV A method according to claim 1^, wherein Z is 



20. A method according to claim 1 9, wherein Z is H. 



21 . A method accordingvto claim \8, wherein Z is A 




22. A method according to claim \B, wherein Z is B" 



23. A method according to clainr^lS, wherein Z is 
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24. Aspnethod according to claim T8, wherein R", A", B", A' qi B', A p 
and R are all hydrogen, X is sulfur and X' is NH. 

25. A method accordlftg^o claim 18", wherein R" is carbomethoxy 
and B is methoxy and s is 2. 



26. A method according to claim 18, w<herein said compound is 5-(4- 
(4-(1 -carbomethoxy-2-)3,5-dimethoxy phenyl) etne^yl)-phenoxy)-benzyl)-2,4- 
thiazolidinedione. 



27. A method of treating inflammation comprising the steps of 
administering to a subject suffering from an inflammatory condition, a 
therapeutically effective amount of a compound according to the formula I: 




49 



30169325VI 




n, m, q and r are independently integers from zero to 4 provided that n + m < 
4 and q + r < 4; p and s are independently integers from zero to 5 provided 
5 that p + s < 5; a, b and c are double bonds which may be present or absent; 
when present, the double bonds may be in the E or Z configuration and, when 
absent, the resulting stereocenters may have the R- or S- configuration; 
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yR, R' and R" are independently H, Ci~C 20 linear or branched alkyl, C 2 -C 2 o 
liriear or branched alkenyl, -CC>2Z\ where Z' is H, sodium, potassium, or other 
pharmaceutical^ acceptable counter-ion such as calcium, magnesium, 
ammb^iium, tromethamine, and the like; -C0 2 R"\ -NH 2 , -NHR"', -NR 2 ", -OH, 
-OR'", halo, substituted Ci-C 20 linear or branched alkyl or substituted C 2 -C 20 
linear or branched alkenyl, wherein R'" is Ci-C 2 o linear or branched alkyl or 
linear or branched alkenyl; 



A, A' and A" are ihdependently H, Ci-C 20 acylamino; 

C1-C20 acylpxy; C1-C20 alkanoyl; 
Ci-C 20 alkoxycarbonyl; CVC20 alkoxy; 

Ci-C 2 o alkylamh^o; Ci-C 2 o alkylcarboxylamino; carboxyl; cyano; 
halo; hydroxy; 

B, B' and B" are independently 

Ci-C 20 acylamino; d-C 2 cNacyloxy; Ci-C 20 alkanoyl; 
Ci-C 2 o alkenoyl; C1-C20 alkoxydartjonyl; 
Ci-C 20 alkoxy; C1-C20 alkylar 

Ci-C 20 alkylcarboxylamino; ato^ aralkanoyl; carboxyl; cyano; halo; 

hydroxy; 

or A and B together, or A' and B' together, or A\and B" together, may be 
joined to form a methylenedioxy or ethylenedioxy^group; and 
X, X' are independently -NH, -NR"\ O or S, 
in a physiologically acceptable carrier. 



28. A method according to claim 2?, wherein^Z is 
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29. A method according to claim 27/wherein Z is H. 



30. A method according to claim 27, wherein Z is A" 




31 . A method according to/claim £7, wherein Z is B" 



32. A metho 



33. /method according to claim Tf, wherein R", A", B", A' q , B\ 
A D and R are air hydrogen, X is sulfur and X' is NH. 



A method according to claim 33, wherein R' is carbomethoxy 
and B is/nethoxy and s is 2. 
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35. A^method according to claim 27fwherein said compound is 
5-(4-(4_(1 -carbomethoxy-2-)3,5-dimethoxy phenyl) ethenyl)-phenoxy)-benzyl)- 
2,4-thiazoiidinedione.> 

36. A methoclof treating immunological disease comprising the 
steps of administering to a subject suffering from an immunological disease, a 
therapeutically _ effect ive_amouht qtq compound according to the formula I: 
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n, m, q and r are independently integers from zero to 4 providedNtiat n + m < 
4 and q + r < 4; p and s are independently integers from zero to 5 provided 
that p + s < 5; a, b and c are double bonds which may be present or absent; 
when present, the double bonds may be in the E or Z configuration ancrwhen 
absent, the resulting stereocenters may have the R- or S- configuration; \ 
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.R, R' and R" are independently H, C1-C20 linear or branched alkyl, C 2 -C 2 o 
Ifnear or branched alkenyl, -C0 2 Z\ where Z' is H, sodium, potassium, or other 
pharmaceutical^ acceptable counter-ion such as calcium, magnesium, 
ammonium, tromethamine, and the like; -C0 2 R"\ -NH 2) -NHR'", -NR 2 "\ -OH, 
-OR'", halo, substituted C1-C20 linear or branched alkyl or substituted C2-C20 
linear oHbranched alkenyl, wherein R"' is C1-C20 linear or branched alkyl or 
linear or branched alken yl; 



A, A' and A" areNridependently H, C1-C20 acylamino; 
10 C1-C20 acwloxy; Ci-C 2 o alkanoyl; 

C1-C20 alkoxycarbonyl; C1-C20 alkoxy; 

Ci-C 2 o alkylan^ino; C1-C20 alkylcarboxylamino; carboxyl; cyano; 
halo; hydroxy; 

15 B, B' and B" are independently^ 

C1-C20 acylamino; CWO^o ad&loxy;_Ci-C 2 o alkanoyl; 
C1-C20 alkenoyl; C1-CL aWoxycarbonyl; 
C1-C20 alkoxy; Ci-C 20 alkylamino; 
Ci-C 2 o alkylcarboxylamino; ansyl, aralkanoyl; carboxyl; cyano; halo; 

20 hydroxy; 

or A and B together, or A' and B' together, o\A" and B" together, may be 
joined to form a methylenedioxy or ethylenedioxy group; and 
X, X' are independently -NH, -NR"\ O or S, 
in a physiologically acceptable carrier. 



25 



37. A method according to claim 36, wherein Z is 
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38. A method according to claim 36, wherein Z is H. 



s 

m 



IS 5 . ' 

'H 

net 

jiy 
D 



39. A method according to claim 36, wherein Z is A". 



40. A method according to claim 36; wherein Z is B". 



41 . A method according to claim 36, wherein Z is 




10 

42. A method according to claim 36r, wherein FT, A", B", A'q, B\ 
A p and R are all hydrogen, X is sulfur and X' is NH. 

43. /A method according to claim 4^, wherein R' is carbomethoxy 
15 and B is mettroxy and s is 2. 



56 
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44. A method according to claim 36, wherein said compound is 
5-(4-(4-(1-carbomethoxy-2-)3,5-dimethoxy phenyl) ethenyl)-phenoxy)4enzyl)- 
2,4-thiazolidinedione. 



45. A method of inhibiting the activity of TNF-alpha, IL-1 , IL-6 or 
COX-2 which comprises administering to a host in need o^such inhibition an 
effective amount of a compound according to clairrTI . 



46. The method of treating inflammation, inflammatory or 
immunological disease which comprises administering to a host in need of 
such treatment an effective amount of a compound according to clairp 1. 



47. The method of inhibiting^the undesired action of cytokine or 
cyclooxygenase which comprr^esNad ministering to a host in need of such 

of a^comp^ound according to claim* 1 . 



inhibition an effective amount 



48. The method bf treating an inflammatory disease mediated by 
cytokines or cyclooxygenase v/hich comprises administering to a host in need 
of such treatment a compound according to claim 1 . 



49. The method of treating insulin resistance which comprises 
administering to a ho,st in need of such treatment an effective amount of a 
compound according to claim A. 



50. / The method of treating hyperlipidemia which comprises 
administering to a host in need of such treatment an effective amount of a 
compounjr according to claim 1 . 

51 . The method of treating coronary heart disease which 
comprises administering to a host in need of such treatment an effective 

ar/ount of a compound according to claim 1 . 

57 
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52. The method of treating multiple sclerosis which comprises 
administering to a host in need of such treatment an effective amoumvof a 
compound according to claim >. 

53. The method of treating cancer which comprises 
administering to a host in need of such treatment an effective amount of a 
compound according to claim 1 . 



10 54. The method of claim/5, 46, 47, 4S{ 49, 50, 51 , 52 or 53 

wherein the compound is 5-(4-(4-(1-carbomethoxi0-2-(3,5-dimethoxyphenyl) 
ethenyl)-phenoxy)-benzyl)-2,4-thiazolidinedione. 

55. A compound ac^cC^g to / claim f selected from the group 
15 consisting of: 

3-(3,5-dimethoxyphenyl)-2-{4-[4-|(2,4 7 dibxo-thiazolidin-5-yl methyl )-phenoxy]- 
L ; phenyl}-acrylic acid, 

=5 3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy]- 

iU / 
phenyl}-acrylamide, / 

Q 20 3-(3,5-dimethoxy-phenyl)-2-{4/[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy] 
H- / 

phenyl}-N,N-dimethyl-acrylamide, 

3-(3,5-dimethoxy-phenyl)^2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy] 
phenyl}-N-methoxy,-N-methyl-acrylamide, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 
25 phenoxy]-phenyl}-pi^opionic acid methyl ester, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 




phenoxy]-phenyt)^acrylic acid methyl ester, 
3-(3,5-dimethoxy-phenyl)-2--{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy] 
phenyl}-propionic acid, 
30 3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 

phenoxy]^phenyl}-propionic acid, 

/ 58 
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3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenem 
phenoxy]-phenyl}-acrylic acid, and 
3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2^ 
phenylj-propionic acid methyl ester. 

56. A compound according to claim X which is 3-(3,5- 
dimethoxyphenyl^^-^^^-dioxo-thiazolidin-S-ylmethyO-p^enoxyl-phenyl} 
acrylic acid. 



57. A pharmaceutical composition comprising a therapeutically 

effective amount of a compound selected from the group consisting of 

/ 

3-(3,5-dimethoxyphenyl)-2-{4-[4-(2,4-dioxo-thiaz9lidin-5-ylmethyl)-phenoxy]- 
phenyl}-acrylic acid, 
3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy]- 
phenyl}-acrylamide, 

S^S^-dimethoxy-phenyO^^^^g^-djoxo-thiazolidin^-ylmethyO-phenoxy]- 
phenyl}-N,N-dimethyl-acrylar 
3-(3,5-dimethoxy-phenyl)-2^-[^^/4~dioxo-thiazolidin-5-ylmethyO 
phenyl}-N-methoxy,-N-methyNa^;rylamide, 

3-(3,5-dimethoxy-phenyl)-2-{^-[4-(2,4-dioxo-thiazolidin-5-ylidenemethy0 
phenoxy]-phenyl}-propionic/acid methyl ester, 

3-(3,5-dimethoxy-phenyiy2-{4-[4-(2,4-dioxo-thiazo!idin-5-ylidenemethyl)- 
phenoxy]-phenyl}-acrylic acid methyl ester, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy] 
phenyl}-propionic,acid, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 
phenoxy]-phenyl}-propionic acid, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 
phenoxy]-phenyl}-acrylic acid, and 

3-(3,54limethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy] 
phenyl}-propionic acid methyl ester, 
/ 59 
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together with a physiologically acceptable carrier therefor. 

58. The pharmaceutical composition of claim §7 whereiryfeaid 
compound is 3-(3,5-dimethoxyphenyl)-2-{4-[4-(2,4-dioxo-thiazoliefin-5- 
ylmethyl)-phenoxy]-phenyl}-acrylic acid. 





-ylmethyl)-phenoxy]- 



59. The method of claim 1 8, 45, 46, 47, 48, 4&/50, 51 , 52 or 53 
wherein said compound is selected from the group consisting of 
3-(3,5-dimethoxyphenyl)-2-{4-[4-(2,4-dioxo-thiazolidjn-5-N 
10 phenyl}-acrylic acid, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thja'zolidin-5-ylmethyl)-phenoxy]- 
phenyl}-acrylamide, 

3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dio^6-thiazolidin-5-ylmethyl)-phenoxy]- 
phenyl}-N,N-dimethyl-acrylamide, 
15 3-(3,5-dimethoxy-phenyl)-2-^-[4-(2^dioxo-thiazolidin-5-ylmethyl)-phenoxy]- 
phenyl}-N-methoxy,-N-metl)yl-abrytamide t 

3-(3,5-dimethoxy-phenyl)-2l{4i[^-(5^-dioxo-thiazolidin-5-ylidenemethyl)- 
phenoxy]-phenyl}-propionic spd methyl ester, 

3-(3,5-dimethoxy-phenyl)-244-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 
20 phenoxy]-phenyl}-acrylic/acid methyl ester, 

3-(3,5-dimethoxy-pher^l)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy]- 
phenyl}-propionic add, 

3-(3,5-dimethoxy^phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 
phenoxy]-phenyi}-propionic acid, 
25 3-(3,5-dimethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylidenemethyl)- 
phenoxy]-pnenyl}-acrylic acid, and 

3-(3,5-di^fiethoxy-phenyl)-2-{4-[4-(2,4-dioxo-thiazolidin-5-ylmethyl)-phenoxy]- 
phenytf-propionic acid methyl ester. 
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